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Dear Sir/Madam:

On behalf of Rhdne-Poulenc Inc. (RPI, CN 5266, Princeton, NJ 08543-5266) and its
subsidiary Rhéne-Poulenc Ag Company, the attached study report is being submitted to the
Environmental Protection Agency (EPA) pursuant to the Toxic Substances Control Act (TSCA)
Section 8(e) Compliance Audit Program and the Agreement for a TSCA Section 8(e) Compliance
Audit Program (CAP Agreement) executed by RPI and EPA.

The enclosed study report provides information on a 5% granular pesticide formulation of
chlormephos. The CAS number assigned to chlormephos is 24934-91-6. The CAS name is S-
(chloromethyl) O,0O-diethyl phosphorodithioate. This chemical was manufactured in Europe and
imported for pesticide research and development. To our knowledge, a pesticide application on
this chemical has never been submitted to EPA under the Federal Insecticide, Fungicide, and
Rodenticide Act.

No claims of confidentiality are made for this submission. The title of the enclosed report is
“Acute Percutaneous Toxicity To Rats Of Chiormephos 5% Granules”. The following is a
summary of the adverse effects observed in this study.

This study is being submitted under Section 8(e) because of the observation of tremors, ataxia,
and salivation. Chlormephos 5% granules was applied as a suspension in corn oil to the shaved
backs of rats (10 rats/sex/dose). Doses ranged from 5 to 10 g/kg for males and 2.5 to 5 g/kg
for females. Signs of reaction to treatment observed shortly after dosing consisted of lethargy,
tremors, ataxia, salivation, and hemorrhaging around the eyes. Death occurred between 19
hours and 7 days after dosing. Recovery of survivors, as judged by external appearance and
behavior, occurred within one week after dosing. The dermal LD50 for male rats was 6.3 g/kg
with 95% confidence limits of 5.0 to 8.0 g/kg. The dermal LD50 for female rats was 2.6 g/kg
with 95% confidence limits of 2.1 to 3.2 g/kg.
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One previous TSCA Section 8(e) notice was submitted on this chemical on August 31, 1978. We
do not have an EPA Document Control Number for this submission in our records. In addition,
approximately 15 submissions will be made on chlormephos under the CAP.

in total, RPI is submitting three copies of the enclosed report and this cover letter: an original
and two copies.

Further questions regarding this submission may be directed to the undersigned at 919-549-
2222.

Sincerely,

J u/,//
/%’én“//v//ﬂmﬁ -

Glenn S. Simon, PhD, DABT
Director of Toxicology
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HUNTINGDON RESEARCH CENTRE ’ \

Division of Toxicology —

Sample Designation: Chlormephos, MC2188, 5% granules

Examination for: Acute percutaneous toxicity to rats

Date examined: October—December 1972

. EXPERIMENTAL PROCEDURT.

The rats used in this investigation were of the CFY strain in the weight range 242 to 372g
for males and 202 to 290g for females.

On the day prior to trcatment, hair was removed from the dorso-lumbar region of each rat
with clectric clippers, exposing an area equivalent to 10% of the total body surface. No shaving

¢ Sr chemical depilation was used.

[y

The Chlormephos 5% granules were prepared as a 75% suspension for male rats and 50%
suspension for female rats, in corn oil, and were spread evenly over the prepared skin. The
treated arca was then promptly covered with aluminium foil which was held in place with "Sleek"”
waterproof plaster encircled firmly round the trunk, Animals similarly treated, using the vehicle

alone, served as controls.

At the end of the 24 hours exposure period, the dressings were carefully removed and the
treated area of skin decontaminated by washing with warm (40-50"C) dilute soap solution, rinsing
in clean warm water and finally blotting dry with absorbent paper.

The decontaminated animals were returned to their cages for a subsequent observation
period of 14 days, during which a record was kept of all signs of toxicity.

m From the mortality data recorded in Tables 1 and 2, thc LDgq and its 95% confidence limits
were calculated by the method of wWeil, C.S. (1952), Biometrics 8, 249 for male rats, and by the
method of Litchfield J.T. and Wilcoxon, F. (1949), J. Pharmac. exp. Ther., 96, 99 for female rats.

RESUILITS

Groups of rats (ten males or ten females) were treated with Chlormephos 5% granules at
varying dosages fromn 5 to 10g/kg for males, and from 2,5 to 5q/kg for {cinales.

Signs of reaction 1o treatment, observed shortly after dosing consisted of lethargy, varying
degrecs of tremoring, ataxia, sallvation and hacmorrhage around thc eyes.

Death occurred between 19 hours and 7 days after dosing., Autopsy revealed congestion of

the lungs.




Recovery of survivors, as jugaod by cxternal appearance and bchaviour, was apparently
completle within onc wecek. This obnervation was substantiated by normal bodywcight incrcases
{Tables 1 and 2). Autopsy findings vrore normal,

i CONCLUSION

The acute median lethal percutancous dosayes (LDSO‘S) and 95% confidence limits to rats
of Chlormephos MC2188 5% granules were found to be:

. for male rats 6.3 (5.0 to 8.0)g/kg bodyweight

and for female rats 2.6 (2.1 to 3.2)g/kg bodyweight.




TABLE 1

Mortality ratio and group mean bodywelght (g) of
malc rats dosed percutancously with Chlormephos
' 5% granulcs

CTTTTTETTTTTTTT T N -
sex| Dosage Bodyweight (g) at Mortality (No. of deaths) Time of “‘
——————— [-——--—-——— ————————— (No. dosed ) death
(g/%q) posing | 1 week 2 weeks | ratio . aft(;:]:):li;s)mg
/ 0
d 0 294 307 363 4o
5 285 289 349 2, <4 days
L 10
(' N
6.4 338 350 402 8, <45
10
8.0 329 349 387 5, <69
10
10.0 | 288 251 "~ 319 7, <8 days
10
[ T N S I e




TABLE 2

Mortality ratio and group mean bodyweight {g) of
female rats dosed percutancously with Chlormephos 5% granules

A
E E e S L e I T
Sex| Dosage Bodyweight (g) at Mortality (No, of dcaths) Time of
——————— T--——-——-—-— o (No. dosed ) dcath
i ) . R after dosing
(mg/kg) |Dosing]| 1 week 2 weeks | ratlo (hours)
Q 0 247 253 276 0, -
10
L 2.5 254 254 274 : 5, <70
e : 10
3.2 239 260 < 278 7, ' <69
10
4.0 252 255 | 274 s <69
' 10
5.0 241 191 died 10, <7 days
: 10 <y
f'\




Triage of 8(e) Submissions

Date sent to triage: 3\6&%4 ‘ NON-CAP

Submission number: [ 9\ é00 A TSCA Inventory:

Study type (circle appropriate):

Group 1 - Dick Clements (1 copy total)
ECO AQUATO

Group 2 - ie Falke (1 copy total)

SBTOX SEN

Group 3 - Elizabeth Margosches (1 copy each)

STOX CTCX EPI RTOX GTOX

STOX/ONCO CTOX/ONCO IMMUNO CYTO ‘ NEUR

Other (FATE, EXPO, MET, etc.).

Notes:

THIS IS THE ORIGINAL 8(e) SUBMISSION; PLEASE REFILE AFTER TRIAGE DATABASE ENTRY

For Contractor Use Only

Notes:

entire document{ 0 )1 2 pages (" . 93963-/%2‘/ L/,5 i

Contractor reviewer : /' /P L) ome: __ 5/ / / / 146/
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Acute dermal toxicity is of low concern based on calculated LDsy’s of 6300 and 2600 mg/kg in
male and female rats, respectively. Mortality and corresponding doses (mg/kg) for males were
2/10 (5000), 8/10 (6400 ), 5/10 (8000) and 7/10 (10000). Mortality and corresponding doses
(mg/kg) for females were 5/10 (2500), 7/10 (3200), 9/10 (4000) and 10/10 (5000). Signs of
toxicity included lethargy, tremors, ataxia, salivation and hemorrhage around the eyes (doses not
reported).




